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(54) Title: METHODS OF ADMINISTERING/DOSING ANT1 RSV ANTIBODIES FOR PROPHYLAXIS AND TREATMENT 

(57) Abstract: The present invention encompasses novel antibodies and fragments thereof which immunospecifically bind to one or 
more RSV antigens and compositions comprising said antibody fragments. The present invention encompasses methods preventing 
respiratory syncytial virus (RSV) infection in a human, comprising administering to said human a prophylactically effective amount 
of one or more antibodies or fragments thereof that immunospecifically bind to one or more RSV antigens, wherein a certain serum 
liter of said antibodies or antibody fragments is achieved in said human subject. The present invention also encompasses methods for 
treating or ameliorating symptoms associated with a RSV infection in a human, comprising administering to said human a therapeu- 
tically effective amount of one or more antibodies or fragments thereof that immunospecifically bind to one or more RSV antigens, 
wherein a certain serum liter of said antibodies or antibody fragments is achieved in said human subject. The present invention 
further encompasses compositions comprising antibodies or fragments thereof that immunospecifically bind to a SRV antigen, and 
methods using said compositions for detection or diagnosis a RSV infection. 
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A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : A61K 39/395, 39/42, 39/00, 39/155; C12Q 1/70 

USCL : 424/130.1, 133.1, 147.1, 184.1, 211.1; 435/5 
According to International Patent qassificalion (IPO o r to both national classification and IPC 



FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 424/130.1, 133.1, 147.1, 184.1, 211.1; 435/5 



Documentation searched other man miiiirnum documentation to the extent that such documents are included in the fields searched 



Hectronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please See Continuation Sheet 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



XT 



HACKING, D. et ai. Respiratory Syncytial Virus - Viral Biology and the Host Response. 
Journal of Infection. October 2002, Vol. 45, pages 18-24, especially abstract. 



96-106, 108-121, 123- 
134, 136-139, 142- 
143, 146-161, 170- 
180, 182-185, 192. 

196, 198-200 and 202- 
216 



[~] Further documents are listed in the continuation of Box C. Q ' See patent family annex. 
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hung the general state cf the art which b not considered to be 
of particular relevance 

«B» earlier application or patent pub&shcd on or after the international filing date 

"V document which may throw doubu on priority daim<i) or which b cited to 
establish the publication date of another citation or other special reason (as 
specified) 

"O" document referring to an oral disclosure, me, exhibition or other means 

T* document published prior to the international fifing date but rater than the 
priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but died to understand the 
principle or theory nn deifying the invention 

document of particular relevance; die churned invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed mventim cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such document! , such combination 
being obvious to a person skilled in the art 

document member of the same patent family 
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Date of 
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Name and mailing address of the ISA/US 
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.d officer 
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 



This international report has not been established in respect of certain claims under Article 17(2)(a> for the following reasons: 

1. Q Claim Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



[ I Claim Nos.: 

because (hey relate to parts of the international application that do not comply with the prescribed requirements to 
such an extent that no meaningful international search can be carried out, specifically: 



3. Claim Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 
6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of Item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 
Please See Continuation Sheet 



1 . I | As all required additional search fees were timely paid by the applicant, this international search report covers all 

searchable claims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite 

payment of any additional fee. 

3. IXI As only some of the required additional search fees were timely paid by the applicant, this international search 

report covers only those claims for which fees were paid, specifically claims Nos.: Please See Continuation Sheet 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international search report 
is restricted to the invention fust mentioned in the claims; it is covered by claims Nos.: 

Remark on Protest CD The additional search fees were accompanied by the applicant's protest. 

| 1 No protest accompanied the payment of additional search fees. 
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BOX D. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING 

This application contains the following inventions ox groups of inventions which are not so linked as to form a single general 
inventive concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be 
paid. 

Note that all claims reciting the trademark SYNAGIS and HL-SYNAGIS will be searched only in part regarding the antibodies that 
are non-SYNAGIS, or excluded from the search (claims 140, 141 , 162-169, 186-191 . 197, 201 and 218-223). SYNAGIS and HL- 
SYNAGIS antibodies cannot be searched because they are trademarks, whose exact amino acid sequences are not disclosed in this 
application and can be changed by the owner. Claims in Group 43 will only be searched in part based on a text name search since 
amino acid sequences have not been provided. 

Group 1, claim(s) 1, 37, 38, 40, 56, 65-85, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198- 
200, 202-206 and 208-216, drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VH domain selected from the group consisting of 14 sequences. 
The 14 sequences represent 14 special technical features. 

Group 2, daim(s) 2, 37, 39, 41, 57, 65-85, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198- 
200, 202-206 and 208-216, drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VL domain selected from the group consisting of 23 sequences. 
The 23 sequences represent 23 special technical features. 

Group 3, claim(s) 3, 36, 37, 42, 58, 65-85. 96-106, 108-121. 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198- 
200 and 202-206 and 208-216, drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VHand VL domain selected from the group consisting of 14 and 
23 sequences, respectively, for a total of 322 possible combinations. The 322 sequence combinations represent 322 special technical 
features. 

Group 4, daim(s) 4, 37, 43, 44, 59, 65-85, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198- 
200 and 202-216, drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VH CDRJ domain selected from the group consisting of 3 
sequences. The 3 sequences represent 3 special technical features. 

Group 5, daim(s) 5, 37, 45. 46, 60. 65-85, 96-106, 108-121, 123-134, 136-139. 142-143. 146-161. 170-180, 182-185, 192-196, 198- 
200 and 202-216, drawn to drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VH CDR2 domain selected from the group consisting of 16 
sequences. The 16 sequences represent 16 special technical features. 

Group 6, claim(s) 6, 37, 47, 48, 53, 54, 61. 65-85, 96-106, 108-121, 123-134, 136^139, 142-143, 146-161, 170-180, 182-185, 192- 
196, 198-200 and 202-216. drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VH CDR3 domain selected from the group consisting of 8 
sequences. The 8 sequences represent 8 special technical features. 

Group 7, claim(s) 7, 37, 49, 50, 62, 65-85, 96-106, 108-121, 123-134. 136-139. 142-143, 146-161, 170-180. 182-185. 192-196. 198- 
200 and 202-216, drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VL CDRJ domain selected from the group consisting of 80 
sequences. The 80 sequences represent 80 special technical features. 

Group 8. claim(s) 8. 37. 51, 52, 63. 65-85, 96-106, 108-121. 123-134. 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198- 
200 and 202-216, drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, 
pharmaceuticals and methods of treating, wherein the antibody has a VL CDR2 domain selected from the group consisting of 58 
sequences. The 58 sequences represent 58 special technical features. 
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Group 9, daim(s) 9. 37, 53, 54, 64-85, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 
and 202-216, drawn to an antibody, nucleic acid encoding the antibody, vectors, host cells, methods of producing, pharmaceuticals 
and methods of treating, wherein the antibody has a VL CDR3 domain selected from the group consisting of 3 sequences. The 3 
sequences represent 3 special technical features. 

Group 10, daim(s) 10, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody comprises VHCDR1 and VHCDR2 t selected 
from the groups consisting of 3 and 16 sequences, respectively, for a total of 48 possible sequence combinations. The 48 
combinations represent 48 distinct inventions. 

Group 11, claim(s) 11, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody comprises VH CDRJ and VH CDR3, selected 
from the groups consisting of 3 and 8 sequences, respectively, for a total of 24 possible sequence combinations. The 24 combinations 
represent 24 special technical features. 

Group 12, claim(s) 12, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody comprises VH CDRJ, VH CDR2 and VH CDR3, 
selected from the groups consisting of 3, 16 and 8 sequences, respectively, for a total of 384 possible sequence combinations. The 
384 combinations represent 384 special technical features. 

Group 13, claim(s) 13, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody comprises VH CDR1 and VL CDR1, selected 
from the groups consisting of 3 and 80 sequences, respectively, for a total of 240 possible sequence combinations. The 240 
combinations represent 240 special technical features. 

Group 14, daunts) 14, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody comprises VH CDR1 and VL CDR2, selected 
from the groups consisting of 3 and 58 sequences, respectively, for a total of 174 possible sequence combinations. The 174 
combinations represent 174 special technical features. 

Group 15, daim(s) 15, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody comprises VH CDRJ and VL CDR3, selected 
from the groups consisting of 3 and 3 sequences, respectively, for a total of 9 possible sequence combinations. The 9 combinations 
represent 9 special technical features. 

Group 16,claim(s) 16, 96-106. 108-121, 123-134, 136-139, 142-143, 146-161, 17O180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody comprises VH CDRJ and VL CDRJ, VL CDR2 
and VL CDR3, selected from the groups consisting of 3, 80, 58 and 3 sequences, respectively, for a total of 41 ,760 possible sequence 
combinations. The 41 ,760 combinations represent 41 ,760 special technical features. 

Group 17,claim(s) 17, 96-106, 108-121. 123-134, 136-139, 142-143, 146-161, 170180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claims 10, 11 or 12, and 
further comprises VL CDRJ selected from the group consisting of 80 sequences. For the antibodies of claims 10, 1 1 and 12 with the 
VL CDRJ, there are 3840, 1920 and 30,720 possible sequence combinations, respectively. The total number of possible sequence 
combinations is 36,480. The 36,480 combinations represent 36,480 special technical features. 

Group 18, daim{s) 18, 96-106, 108-121. 123-134, 136-139, 142-143, 146-161, 170180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claims 10, 1 1 or 12, and 
further comprises VL CDR2 selected from the group consisting of 58 sequences. For the antibodies of claims 10, 1 1 and 12 with the 
VL CDR2, there are 2784, 1392 and 22,272 possible sequence combinations, respectively. The total number of possible sequence 
combinations is 26,448, The 26,448 combinations represent 26,448 special technical features. 

Group 19, claim(s) 19, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claims 10, 11 or 12, and 
further comprises VL CDR3 selected from the group consisting of 3 sequences. For the antibodies of claims 10, tl and 12 with the 
VL CDR3, there are 144, 72 and 1 152 possible sequence combinations, respectively. The total number of possible sequence 
combinations is 1 ,368. The 1 ,368 combinations represent 1 ,368 special technical features. 

Group 20, daim(s) 20, 96-106, 108-121, 123-134, 136-139. 142-143, 146-161, 170180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claims 10 or 1 1 , and further 
comprises VL CDRJ, VL CDR2 and VL CDR3, selected from the groups consisting of 80, 58 and 3 sequences, respectively. For the 

antibodies of claims 10 or 1 1 with the VL CDRJ , VL CDR2 and VL CDR3, there are 668, 160 and 334,080 possible sequence 
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combinations, respectively. The total number of possible sequence combinations is 1 ,002,240. The 1 ,002,240 combinations 
represent 1,002,240 special technical features. 

Group 21, daim(s) 21, 96-106, 108-121, 123-134, 136-139, 142-143, 146>161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 12, and further 
comprises VL CDRJ t VL CDR2 and VL CDR3 t selected from the groups consisting of 80, 58 and 3 sequences, respectively. For the 
antibody of daim 12 with the VL CDRl f VL CDR2 and VL CDR3 f there are 5,345,280 possible sequence combinations, respectively. 
The 5,345,280 combinations represent 5,345,280 special technical features. 

Group 22, daim(s) 22, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 5, and further comprises 
VH CDR3 f selected from the group consisting of 8 sequences. For the antibody of claim 5 with the VH CDR3, there are 128 possible 
sequence combinations. The 128 combinations represent 128 special technical features. 

Group 23, claim(s) 23, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 5, and further comprises 
VL CDR1, selected from the group consisting of 80 sequences. For the antibody of claim 5 with the VL CDRl y there are 1280 
possible sequence combinations. The 1280 combinations represent 1280 special technical features. 

Group 24, claim(s) 24, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 5, and further comprises 
VL CDR2, selected from the group consisting of 58 sequences. For the antibody of claim 5 with the VH CDR2, there are 928 possible 
sequence combinations. The 928 combinations represent 928 special technical features. 

Group 25, claim(s) 25, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 5, and farther comprises 
VL CDR3, selected from the group consisting of 3 sequences. For the antibody of claim 5 with the VL CDR3, there are 48 possible 
sequence combinations. The 48 combinations represent 48 special technical features. 

Group 26, daim(s) 26, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claims 5 or 22, and further 
comprises VL CDR1, VL CDR2 and VL CDR3, selected from the groups consisting of 80, 58 and 3 sequences, respectively. For the 
antibody of claims 5 or 22 with the VL CDRl t VL CDR2 and VL CDR3, there are 222,720 and 1,781,760 possible sequence 
combinations, respectively. The total number of possible sequence combinations is 2,004,480. The 2,004,480 combinations 
represent 2,004,480 special technical features. 

Group 27, claim(s) 27, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 6, and further comprises 
VL CDR1, selected from the group consisting of 80 sequences. For the antibody of claim 6 with the VL CDR1, there are 640 possible 
sequence combinations. The 640 combinations represent 640 special technical features. 

Group 28, claim(s) 28, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161. 17<M80. 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 6, and further comprises 
VL CDR2 t selected from the group consisting of 58 sequences. For the antibody of claim 6 with the VL CDR2 t there are 464 possible 
sequence combinations. The 464 combinations represent 464 special technical features. 

Group 29, claim(s) 29, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 6, and further comprises 
VL CDR3, selected from the group consisting of 3 sequences. For the antibody of claim 6 with the VL CDR3, there are 3 possible 
sequence combinations. The 24 combinations represent 24 special technical features. 

Group 30, claim(s) 30, 96-106, 108-121, 123-134, 136139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of breating with the antibody, wherein the antibody is the antibody of claim 6, and further comprises 
VL CDRJ, VL CDR2 and VL CDR3, selected from the groups consisting of 80, 58 and 3 sequences, respectively. For the antibody of 
claim 6 with the VL CDRJ, VL CDR2 and VL CDR3, there are 111 ,360 possible sequence combinations, respectively. The 1 1 1 ,360 
combinations represent 1 1 1 ,360 special technical features. 

Group 31 ,daim(s) 31, 33, 96106. 108-121, 123-134, 136139, 142-143, 146-161, 170-180. 182-185, 192-196, 198-200 and 202- 
216, drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 7, and further 
comprises VL CDR2, selected from the group consisting of 58 sequences. For the antibody of claim 7 with the VL CDJ?2, there are 
4640 possible sequence combinations. The 4640 combinations represent 4640 special technical features. 
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Group 32, daim(s) 32, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196. 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 7, and further comprises 
VL CDR3, selected from the group consisting of 3 sequences. For the antibody of claim 7 with the VL CDR3, there are 240 possible 
sequence combinations. The 240 combinations represent 240 special technical features. 

Group 33, clairn(s) 34, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 8, and further comprises 
VL CDR3, selected from the group consisting of 3 sequences. For the antibody of claim 8 with the VL CDR3, there are 84 possible 
sequence combinations. The 84 combinations represent 84 special technical features. 

Group 34, daim(5) 35, 96-106, 108-121, 123-134, 136-139, 142-143, 146-161, 170-180, 182-185, 192-196, 198-200 and 202-216, 
drawn to an antibody and method of treating with the antibody, wherein the antibody is the antibody of claim 7, and further comprises 
VL CDR2 and VL CDR3 t selected from the groups consisting of 58 and 3 sequences, respectively. For the antibody of claim 7 with 
the VL CDR2 and VL CDR3, there are 13,920 possible sequence combinations. The 13,920 combinations represent 13,920 special 
technical features. 

Group 35, daim(s) 86 and 88, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VH 
domain selected from the group consisting of 14 sequences. The 14 sequences represent 14 special technical features. 

Group 36, claim(s) 87 and 89, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VL 
domain selected from the group consisting of 23 sequences. The 23 sequences represent 23 special technical features. 

Group 37, claim(s) 90, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VHCDRJ 
selected from the group consisting of 3 sequences. The 3 sequences represent 3 special technical features. 

Group 38, clairn(s) 91, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VH CDR2 
selected from the group consisting of 16 sequences. The 16 sequences represent 16 special technical features. 

Group 39, claim(s) 92, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VH CDR3 
selected from the group consisting of 8 sequences. The 8 sequences represent 8 special technical features. 

Group 40, claim(s) 93, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VL CDRI 
selected from the group consisting of 80 sequences. The 80 sequences represent 80 special technical features. 

Group 41, claim(s) 94, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VL CDR2 
selected from the group consisting of 58 sequences. The 58 sequences represent 58 special technical features. 

Group 42, claim(s) 95, drawn to a method for detecting a RSV infection using an antibody, wherein the antibody has a VL CDR3 
selected from the group consisting of 3 sequences. The 3 sequences represent 3 special technical features. 

Group 43, claim(s) 55, 96-139, 142-161,170-185, 192-196, 198-200. 202-206 and 208-217, drawn to an antibody and method for 
treating with the antibody, wherein the antibody is selected from the group consisting of 24 antibody names. Lacking evidence to the 
contrary, the 24 names have different amino acid sequence and encode 24 different antibodies and therefore represent 24 special 
technical features. 

The inventions listed as Groups 1-43 do not relate to a single general inventive concept under PCT Rule 13. 1 because, under PCT 
Rule 13.2, they lack the same or corresponding special technical features for the following reasons: 

Groups 1-34 and the numerous sequence combinations thereof comprise different amino acid sequences and therefore lack the same 
special technical feature. The antibodies used in the methods of Groups 35-42 lack the same special technical feature for the same 
reason. 

Groups 1 and 35 are drawn to antibody/method of treating, and method of detecting, respectively. The antibodies used in both 
methods comprise the same set of sequences. Groups 1 and 35 lack the same special technical feature because PCT Annex B of 
Administrative Instructions only allows for one method of use to be joined with the main invention. In the same way. Groups 2 and 
36, 4 and 37, 5 and 38, 6 and 39, 7 and 40, 8 and 41 , and 9 and 42 lack the same special technical feature. 

Collectively, groups 3 and 10-34 lack the same special technical feature with groups 35-42. The antibodies used in the methods of 
treating (groups 3 and 10-34) and detecting (groups 35-42) are not comprised of the same sets of amino acid sequences. 

Groups 1-34 and group 43 lack the same special technical feature because it cannot be deterrnined if the antibodies claimed in group 
43 are the same as claimed in groups 1-34. For the same reasons, groups 35-42 and group 43 lack the same special technical feature. 
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Applicant is invited to clarify the identity of the antibodies. If the antibodies of group 43 are the same as those of groups 1-34, then 
group 43 will be rejoined appropriately to groups 1-34, but group 43 will not be joined with groups 35-42 because the PCT Annex B 
of Administrative Instructions only allows for one method of use to be joined with the main invention. 

The number of inventions in groups 1-2, 4-9 and 35-43 was calculated by adding the number of different sequences listed in each 
daim. The number of inventions in groups 3 and 1 0-34 was calculated by multiplying the number of sequences in one domain by the 
number in another domain, resulting in the total number of possible combinations between domains. For example, group 3 is drawn 
to an antibody with a VH domain selected from 14 sequences, and a VL domain selected from 23 sequences. The number of VH 
sequences was multiplied by the number of VL sequences, resulting in 322 possible combinations of VH and VL domains for group 3 
Similar calculations were carried out for groups 10-34. The total number of inventions is the sum of each group's inventions. 

If Applicant declines paying additional fees for the search of additional inventions. Group 1 will be searched with respect to the first 
named sequence, SEQ ID NO: 7. If Applicant pays for additional inventions, groups that have multiple sequences will be searched 
with respect to the first named sequence, unless otherwise instructed. 
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